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horough investigation of an unexplained
its specifications or exiend the
associated with the specific faiiure or

(=

vestigations of product sterlity failures at Ciayton do not extend to (b) (4)
other products or processes which could be cffected by the faiiure. '

The investigation of media fiii failure (P-603B), for line [iat Clayton,

did not extend to other products manufactured since the previous

successful media fill on October 1, 1996. In addition, the investigation

id not include a review of any equipment cleaning and sanitization
ecords for the filling environment. Furthermore, the investigation was
losed prior to any identification or review or the microorganisms
recovered from the sterile fill operator whose microbial counts
exceeded the established limits.

The process for rebulking lots which have failed finished specifications
for qualitites other than pyrogens and sterility has resuited in lots which

a-

Q.
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fail in-house specifications for pyrogenicity. There is no investigation,
conclusion, or follow up at Clayton to determine the cause of increased

pyrogenicity.

2, Failure to establish or follow written procedures designed to prevent microbial
contamination of drug products purporting to be sterile [21CFR 211.113(b)]. For

example:

a.

The standard operating proccdures (SOP) entitled ‘:"N—‘ l

——cane

characterized and possible relationships determined™; however, the
investigation for media fill failure P-603B did not correlate the
organism recovered from the tray loading operator with the organism

found in the media fill units.

There is no written specification for the maximum number of personnel
allowed into the aseptic filling rooms at one time during the filling
operation. Therefore there is no assurance that the number of aseptic
filling employees who participate in media fills meets or exceeds the
maximum number of employees who are required for routine
production,

There is no requirement that the media fills are conducted by personnel!
performing the same tasks they would normally perform during routine
filling process.

3, Failure to assure an adequate system for monitoring environmental conditions {21
CFR 211 .42 (c)(10)(iv) in that smoke studies to demonstrate unidirectional air flow

have not been conducted for filling lines T

1

4 Failure to assure an adequate system for cleaning and disinfecting aseptic processing
areas and equipment [21 CFR 211.42 (c)}(10)(v)] in that the effectiveness of the
process used to clean and disinfect aseptic processing areas and equipment has not
been established. In addition, the effectiveness of the agents used has not been

estabhshed.

5. Failure to follow, establish, or maintain specifications, standards, sampling plans, and
test procedures designed to assure that components, drug product containers,
closures, in-process matenals, labeling, and drug products conform to appropriate
standards of identity, strength, quality, and purity [2]1 CFR 211.160]. For example:

a
b.

The action limit for the cold WFI system has not been defined.

Three consecutive port samples for the cold Water For Injection (WFI)
must exceed [ ‘1 ml before action is considered.

Ports [—J)and [~] on the cold WFI system exceeded alert levels of [~}
[ ——1] ml on numerous occasions; however, appropriate action was

(®)4)

(O
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8. Failure to have an adequate acceptance criteria for sampling and testing to assure that
batches of drug products meet each appropriate specification [211.165(d)]. For

example:
a. The effectiveness of the process used for inspecting final containers of |
Fraction V products for defects and proteinaccous material has not
been cstablished.

b. There is no limit established for the number of times that a lot of final
containers can be reinspected for the purpose of removing units
containing proteinaceous material.

9. Failure to clean, maintain, and sanitize equipment at appropriate intervals to prevent
malfunction or contamination that would alter safety, identity, strength, quality, or
purity of the drug product and to establish or maintain written procedures for cleaning
and maintenance of equipment [21 CFR 211.67]. For example:

a. The effectiveness of the process for cleaning the Fraction V
pasteurization tanks has not been established.

b. The effectiveness of the process used to clean and remove cleaning
agent residues from the fractionation kettles, bulk tanks, and centrifuge

bowls has not been established. . -
- ®)4)
10.  Failure to ensure that drug product containers and closures are clean and processed to
remove pyrogenic properties [21CFR 211.94 (c)] in that the effectiveness of the [——)
processor to depyrogenate the stoppers has not been established. The [—— 1]
processor is used to clean and leech stoppers at Clayton.

11.  Failure to assure that input and output from a computer has been checked for accuracy
[21 CFR 211.68(b)]. For example:

a. The database of microbial sampling results is not maintained in a
manner that facilitates complete and accurate review of the data in that
the employees’ initials arc not entered consistently.

b. The database of environmental testing isolate 1s not maintained in a
manner that facilitates complete and accurate review of data in that the
same organism is entered into the computer with different spellings.

Berkeley Facility
1. Failure to clean, maintain, and sanitize equipment at appropriate intervals to prevent '

malfunction or contamination that would alter safety, identity, strength, quality, or
purity of the drug product [21 CFR 211.67(a)] in that the water bath used for viral
inactivation and thawing of bulk Factor VIII is not sanitized. In addition, the
effectiveness of the integrity of the container closure system used in viral inactivation
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and in-process thawing has not been established. The water bath has had microbial
counts of more than 3,000 colonies/ ml.

2. Failure to establish, maintain, or follow written procedures for production and process
control designed to assurc that the drug products have the identity, strength, quality,
and purity they purport or are represented to possess [21 CFR 211.100]. For
cxample:

a The SOP entitled ‘L —— ~—~~] " indicates
that, in response to an adverse expericnce or technical report, other L RYT
reports on the same lot or reports, of a similar nature, on different lots
of the same product are reviewed. However, in practice, 10 lots
manufactured before and 10 lots manufactured after the complainant lot
arc reviewed.

b. The process used to establish the effectiveness of the lyophilization
process for Thombate (AT-III) is inadequate in that only £~ vials from
each lot are moisture-tested and {~)als from each lot are assayed for
solubility.

3 Failure to follow, establish, or maintain specifications, standards, sampling plans, and
test procedures designed to assure that components, drug product containers,
closures, in-process materials, labeling, and drug products conform to appropriate
standards of identity, strength, quality, and purity [21 CFR 211.160] in that the current
reference standards for all three products manufactured at the plant consist of old

batches that have exceeded their manufacturing lot expiration dates.

Sterility of the stability samples has not been assured.

losure svstemn to maintain a vacuurn is not

1 1 Y ol 228 Sl 2 2
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Neither this letter nor the list of inspectional observations (Form FDA 483) is meant to be an
all-inclusive list of deviations. We note that similar observations were made by our inspectors
during previous inspections at the Clayton facility, the Berkeley facility, and other Bayer
facilitics. As management, it is your responsibility to assure that deviations corrected in one
product system or area are also corrected in other product systems or areas of this facility as |
well as all facilities under your control to assure overall compliance with the provisions of the
Federal Food, Drug and Cosmetic Act and all applicable regulations. Federal agencies are
advised of the issuance of all Waming Lectters about drugs so that they may take this

information into account when considering the award of contracts.

You should take prompt action to correct these deviations. Failure to promptly correct these
deviations may result in regulatory action without further notice. Such action includes seizure
and/or injunction, license suspension and/or revocation

You should notify this office in writing, within 15 working days of receipt of this letter, of
specific steps you have taken or will take to correct or prevent these deviations. If corrective
action cannot be completed within 15 working days, state the reason for the delay and the

time within which the corrections will be completed.

Your reply should be sent to the following address: U.S. Food and Drug Administration;
Center for Biologics Evaluation and Research; HFM-600; 1401 Rockville Pike, Suite 200N;
Rockville, MD 20852-1448.
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Billy Moms

Vice President and Plant Manager
8368 US 70 West

Clayton, NC 27520



